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Observation  Time of assessment 
Mortality  .5, 1-4, 6h post dose followed by 2x/d to 14d 
Clinical observations .5, 1-4, 6h post dose, followed by 2x/d to 14d 
Body weight  d1,4,7, 10,14,15 post dose 
Food consumption  d1,7,14 
Hematology d2/3, 15 
Clinical chemistry  d2/3, 15 
Organ weights d2/3, 15 
Gross pathology  d2/3, 15 
Histopathology  d2/3, 15 

 
 
 

Docefrez (40mg/kg) 
+  

Docefrez (80mg/kg) + 
 

RLD (40mg/kg) RLD (80mg/kg) Observation (time) 

M F M F M F M F 
Mortality  None 
Clinical observations 
 

Piloerection was observed in all groups, with a higher incidence in HD mice 
administered the RLD. 
Ataxia, abdominal breathing, and injection site inflammation were observed at the HD in 
the RLD and docetaxel + . 
Lethargy was observed at the HD RLD. 

Body weight  UR 
Food consumption  UR 
Hematologya 
WBC (Day 2) 
Platelet (Day 2) 
Reticulocyte (Day 2) 

 
↓40 
 
↓53 

 
↓40 
↓11 
↓47 

 
↓28 
 
↓33 

 
↓33 
↓9 
↓42 

 
↓31 
↓17 
↓48 

 
↓36 
 
↓60 

 
↓38 
↓10 
↓57 

 
↓36 
↓13 
↓62 

Clinical chemistrya 
AST (Day 2) 

   
↑51 

    
↑48 

 

Organ wt (abs) a 
Epididymis 
Testes 

 
 
↓15 

  
↓43 
↓44 

  
 
↓10 

  
 
↓32 

 

Gross pathology  Small thymus: 2/8 HD examined with Docefrez + ; 1/8 HD examined RLD 
Small dark spots on lungs: 1/8 HD examined RLD 

Histopathology [N=10] See table below 
Abbreviations: UR = unremarkable when compared to concurrent placebo control; d = day; M = male; F = female;  
HD = high-dose; RLD = Reference Listed Drug 
aPercent change compared to concurrent placebo control 

 
Hematological indices recovered by D15 following dosing. 
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(b) (4)
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Histopathology (male mice; N=10) 
Organ/finding Placebo 

control 
Docefrez 
(40mg/kg) 
+  

Docefrez 
(80mg/kg) 
+  

RLD (40mg/kg) RLD 
(80mg/kg) 

Cerebrum/hemorrhage 
(minimal-mild) 

3  4  4 

      /congestion (min-mild) 1  6  5 
Cerebellum/hemorrhage 
(minimal) 

1  3  3 

    /congestion (minimal) 2  4  4 
   / hemorrhage (minimal) 3  1  6 
Thymus/Lymphoid atrophy 
(minimal-severe) 

 6 (minimal-
mild) 

10 (mild-           
severe) 

5(minimal-mild) 10 (minimal-
severe) 

Testes/degenerated sperm 
(moderate-severe) 

  10  9 

    /atrophy (mod-severe)   10  8 
Epididymes/degenerated 
sperm (minimal-mod) 

  6  8 

   /oligospermia   4  2 
Colon/lymphoid hyperplasia 
(minimal) 

  2  1 

Abbreviations: min = minimal; mod = moderate; RLD = Reference Listed Drug 
 
Histopathology Females   (N=10) 

Organ/finding Placebo 
control 

Docefrez(40mg/kg) 
+  

Docefrez(80mg/kg) 
+  

RLD 
(40mg/kg) 

RLD 
(80mg/kg) 

Cerebellum/hemorrhage 
(minimal ) 

3    4 

     /congestion (min) 4  3  6 
Rectum/lymphoid 
hyperplasia (minimal) 

  1  2 

Ovaries/↓#follicles 
(minimal-severe) 

  8  9 

/hypoplasia  
(minimal-severe) 

  6  7 

Thymus/lymphoid 
atrophy (min-severe) 

 10 10 10 10 

Abbreviations: min = minimal; RLD = Reference Listed Drug 
 

  
    Histopathology inventory  for NDA 22,534      
             

Study  BRT/08/097
Species Mouse    
Adrenals * 
Aorta  
Bone Marrow smear  
Bone (femur)  
Brain * 
Cecum  
Cervix  
Colon  
Duodenum  
Epididymis            * 
Esophagus  
Eye  

(b) (4) (b) (4)

(b) (4) (b) (4)
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Fallopian tube  
Gall bladder            * 
Gross lesions  
Harderian gland  
Heart * 
Ileum  
Injection site  
Jejunum  
Kidneys * 
Lachrymal gland  
Larynx  
Liver * 
Lungs  
Lymph nodes, cervical  
Lymph nodes mandibular  
Lymph nodes, mesenteric  
Mammary Gland  
Nasal cavity  
Optic nerves  
Ovaries           * 
Pancreas  
Parathyroid  
Peripheral nerve  
Pharynx  
Pituitary  
Prostate  
Rectum  
Salivary gland  
Sciatic nerve  
Seminal vesicles  
Skeletal muscle  
Skin  
Spinal cord  
Spleen * 
Sternum  
Stomach  
Testes * 
Thymus  
Thyroid  
Tongue  
Trachea  
Urinary bladder  
Uterus  
Vagina  
Zymbal gland  
Standard List            X 

    X, histopathology performed 
    *, organ weight obtained 
 
 
There were no additional toxicology studies submitted. 

OVERALL CONCLUSIONS AND RECOMMENDATIONS 
All Docefrez impurities/degradants were found to be within ICH Q3B(R2)  

 The impurity was qualified in a toxicology study in 
mice, bridging the Reference Listed Drug (Taxotere) to Docefrez. Toxicities of Docefrez at the 40 

(b) (4)
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